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Tf^E CLAIMS 

1 24. (previously added) A method for making an infccliousadeaovim which compri^ 

2 contacting ft cell with or imroducingimo a cell: 

3 a. a first nucleic acid sequence being a plaanid comprising a crcularized adenovirus 

4 UNA molecule having a deletion of an adenoviral packaging signal, and wbich, by itseli; m the 

5 absence of intermolecular recombination, is incapable of generating an infectious, packagcable 

6 adenovirus; and 

7 b. a second nucleic acid se<)uence which, by itself, iu the absence of intcrmolecular 

8 recombination, is incapable of generating an infectious, packagcable adenovirus, and encoding 

9 adenovirus sequences which, in the absence of adenoviral replication factors provided in trans or 

10 intermolccular recombination with said first nucleic acid sequence, are incapable of encoding an 
U infectious, packagcable adenovirus; 

12 provided that said first and said second nucleic add sequences each comprise a bead-to-head ITR 

13 junction and sufficiem overlapping adenoviral nucleic acid sequences such that homologous 

14 recombination may occur between said first and said second nucleic acid sequences, whereby 

15 said first and said second nucleic acids rcGombiae to form said infectious adenovirus. 

1 25. (previously added) The method according to claim 24 wherein said adenovinis DMA 

2 additionally comprises at least one of (i) a deletion of, or (ii) a modification in, an adenoviral 

3 gene selected from the group consisUng of adenoviral El sequences 3' of said packaging signal. 

4 adenoviral fibre gaie sequences, adenoviral E3 gene sequences, and adenoviral E4 gene 

5 sequences. 

1 26 (previously added) A method for making an infectious adenovirus which comprises 

2 contacting a cell with or introducing into a cell: 

3 a. a first nucleic acid sequence encoding adenovirus sequences and which, by itself, in 

4 the absence of intentnolecular recombination, is incapable of generating an infectious. 
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5 pack^geable adenovirus; aiid 

6 b, a second nucleic acid sequence, which is a plasmid fonned by combination of (i) at 

7 least one of the shuttle plasn:iids selected &om the group consisting of pDCl 1 1, pDCl 12, 

8 pDClU, pDCl 14» pDCl 15, pDCl 1 6, pDCl 17, and pDCl 1 8, and (ii) a polycloning site or a 

9 foreign DNA or an expression cassette, and which second nucleic acid sequence, by itself; in the 

10 absence of intermolccular recombination, is incapable of generating an infectious, packageable 

1 1 adenovirus; 

12 provided that said first and s^id $econd nucleic acid sequences each comprise a head-lo-head ITR 

1 3 junction and sufficient overlapping adenoviral nucleic ^cid sequences such that homologous 

1 4 recombination may occur between said first and said second nucleic acid sequences, whereby 
15' said first and said second nucleic acids recombine to form said infeciious adenovirus. . 

1 27. (previously added) A recombinant adenovirus vector system comprising: 

2 a. a first nucleic acid sequence encoding adenovirus sequences and which, by itself^, 

3 in The absence of intermolecular recombination, is incapable of generating an 

4 infectious, packageable adenovirus, said first nucleic acid sequence comprising a 

5 head-to-head ITR juncrion and sufficient overlapping adenoviral nucleic acid 

6 sequences such that homologous recombination with homologous sequences in a 

7 second nucleic acid sec|ueace may occur; and 

8 b, the $econd nucleic acid sequence, which is a plasmid formed by combination of 

9 (i) at least one of the shuttle plasmids selected from the group consisting of 

10 pDCllUpDCll2,pDC113,pDC114.pDCH5,pDCll6,pDCl]7,and pDCllS, 

1 1 and (ii) a polycloning site or a foreign DNA or an expression cassette, and which 

12 second nucleic acid sequence, by itself, in the absence of intermolecular 

13 recombination, is incapable of generating an infectious, packageable adenovirus; 

1 4 said second nucleic acid sequence composing a hcad-to-head ITR juncrion and 

15 sufficieiu overlapping adenoviral nucleic acid sequences to pemnr homologous 

16 recombinarion with said first nucleic acid sequence; 
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17 whereby said first and said secoad nucleic adds bomologously recombine in a cell to 

1 8 form said infectious adenovirus. 

28. (previously added) A reccmbiaant adenovirus vector system comprising: 

a. a first nucleic acid sequeace encoding adenovirus sequeirccs, and wbich, by itself, 
lit the absence of imermolecular recombination, is incapable of generating an 
infectious, packageable adenovirus, said first nucleic acid sequence comprising a 
head-to-bead ITR junction and sufficient overlapping adenoviral nucleic acid 
sequences such that homologous recombination with homologous sequences in a 
second nucleic acid sequence may occur; and 

b. the second nucleic acid sequence which, by Itself, in the absence of 
intennolecular rccombinatioHp is incapable of generating an infectious^ 
packageable adejjovij:u$i said second nucleic gcid sequence comprising a bead-to- 
head JTR junction, an adenoviral packaging signal, and sufficient overlapping 
adenoviral nucleic acid sequences to permit homologous recombination with said 
first nucleic acid sequence; , 

whereby said first and said second nucleic acids homologously recombine in a cell to 
form said infectious, packageable adenovirus, and wherein said cell cxpres$es adenoviral 
El. 



1 29. (amended herein) A kit for consnnction of recombinant adenovirus vectors comprising: 

2 (A) a first nucleic acid sequence encoding adenovirus sequences and which, by itself, 

3 in the absence of imermolecular recombination, is incapable of generating an 

4 infectious, packageable adenovirus, 4nd said first nucleic acid Sijquence 

5 ^ comprising a head-to-[tail]head ITR junction and sufficient adenoviral sequences 

6 lo permit homologous recombination with similar sequences in a second nucleic 

7 acid sequence; 

8 (B) the second nucleic acid sequence which is a plasmid formed by combination of (i) 
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9 at le^t one of the shuttle plasroids selected from the group coiisisibg of pDCl 1 1 » 

10 pDCU2, pDCl 13, pDCl 14, pPCl 15, pDCl 16, pDCl 17. and pDCl 1 8, and (ii) a 

1 1 polycloning site or a foreign DNA or an expression casse;te» and which, by itself, 

12 in the abscacc of iDtermolecular recombination, is incapable of generating an 

13 infecrious, packageable adenovirus, and said second nucleic acid sequence 

14 comprising a head-to-head ITR j uncnon and sufficient adenoviral sequences to 

15 pennit homologous recombination with similar sequences in said fu*st nucleic 

16 acid; and 

n (C) a cell wherein, when said component (A) and said component (B) are 

18 cotransfected and ^combined through homologous recombination, an infectious 

19 recombinant adenovirus vector is produced. 

1 30. tpreviously added) A recombinant adenovirus vector system comprising: 

2 a. a first nucleic acid sequence comprising a deletion in the adenoviral fibre gene, 

3 and encoding other adenovirus sequences, and which, by itself, in the absence of 

4 intermolecular recombination, is incapable of generating an infectious, 

5 packageable adenovirus, said first nucleic acid sequence comprising a head-to- 

6 bead ITR junction and sufficient overlapping adenoviral nucleic acid sequences 

7 such that homologouis recombination with homologous sequences in a second 

8 nucleic acid sequence may occur; and 

9 the second nucleic acid sequence which, by itself, in the absence of 

10 iniennolecular recombination, is incapable of generating an infectious, 

1 1 packageable adenovirus; said second nucleic acid sequence comprising a head-to- 

12 head ITRjunction» an adenoviral packaging signal, and sufficient overlapping 

1 3 adenoviral nucleic acid sequences to permit homologous recombination with said 

14 first nucleic acid sequence; 

15 whereby said first and said second nucleic acids bomologously recombine in a cell to 

16 form said infectiotis, packageable adenovirus. 
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1 31. (previously added) A recombinant adenovirus vector sy5tm comprising: 

2 a. a first nucleic acid sequence encoding adenovirus sequences and which, by irself. 

3 in tlie absence of intermolccular recombination, is incapable of generating an 

4 infecrious, packageable adenovirus, said first nucleic acid sequence comprising a 

5 bea4-to-head ITR junction and sufScicm overlapping adenoviral nucleic acid 

6 sequences such thai homologous recombination with homologous sequences in a 

7 second nucleic acid sequence may occur; and 

8 b. the second nucleic acid sequence which, by itself, m the absence of 

c> intemolecular recombination, is incapable of generating an infectious, 

10 packageable adenovirus; said second nucleic acid sequence comprising a head-to- 

1 1 head ITR junction, an adenoviral packaging signal, an adenoviral gene mutation, 

12 and sufficient overlapping adenoviral nucleic acid sequences to peraiit 

1 3 homologous recombination with said fir$t nucleic acid sequence; 

14 whereby said first and said $econd nucleic acids homologously recombine in a cell to 

X5 form said infectioijs, packageable adenovirus, and wherein said adeno\nral gene mutation 
is rescued into said infectious, packageable adenovirus, 

1 32, (previously added) The recombinant adenovirus vector system according to claim 31 

2 wherein said adenoviral gene mutation rescued into sgid adenoviral vector recombinant is 

3 comprised of at least one of a mutation in the adenoviral fibre gene, a mmalion in the 

4 adenoviral E4 gene, and a mutation in the adenoviral E3 gene. 
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